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CERTIFICATE 

Pursuant to the provisions of Rule 44 of the Federal Rules of Civil Procedure, I hereby 
certify that Cecelia M. Parise, Regulatory Policy Advisor to the Director, Office of 
Generic Drugs, Center for Drug Evaluation and Research, United States Food and Drug 
Administration, whose declaration is attached, has custody of official records of the 
United States Food and Drug Administration. 

In witness whereof, I have, pursuant to the provision of Title 42, United States Code, 
Section 3505, and 21 C.F.R. § 5.22(a)', hereto set my hand and caused the seal of the 
Department of Health and Human Services to be affixed this /-^day of December, 
2005. 




^ 




innie C, Butler, Director 
'Division of Dockets Management 
Office of Management Programs 
Office of Management 

By direction of the Secretary of 

Health and Human Services 
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CERTIFICATE 

Pursuant to the provisions of Rule 44 of the Federal Rules of Civil Procedure, I hereby 
certify that Cecelia M. Parise, Regulatory Policy Advisor to the Director, Office of 
Generic Drugs, Center for Drug Evaluation and Research, United States Food and Drug 
Administration, whose declaration is attached, has custody of official records of the 
United States Food and Drug Administration. 

In witness whereof, I have, pursuant to the provision of Title 42, United States Code, 
Section 3505, and 21 C.F.R. § 5.22(a), hereto set my hand and caused the seal of the 
Department of Health and Human Services to be affixed this /'^ day of December, 
2005. 





^nnie C. Butler, Director 
'Division of Dockets Management 
Office of Management Programs 
Office of Management 

By direction of the Secretary of 

Health and Human Services 
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DECLARATION OF CECELIA M. PARISH 
Cecelia M. Parise declares as follows: 

1 . I am Regulatoiy Policy Advisor to the Director, Office of Generic Dmgs (OGD), Center 
for Drug Evaluation and Research, United States Food and Dmg Administration (FDA). 

2. Ill this capacity, I have custody of official records of FDA. 

3. Attached is a copy of an index to the supplemental administrative record in Ivax 
Phannaceuticals. Inc. v. FDA, Case No. 05-2180 (D.D.C.). 

4. Copies of the supplemental administrative record are part of the official records of FDA. 
I declare under penalty of perjury that the foregoing is true and correct. 



Executed on JJM^MaMA^ 61 i 2 j>C? f 




Cecelia M, Parise 
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FDA SUPPLEMENTAL ADMINISTRATIVE RECORD FOR 

IVAX PHARMACEUTICALS, INC. v. FDA 

CIVIL ACTION NO. 05-2180 (D.D.C.) 

INDEX TO IVAX'S ANDA NO. 76-052 

1 . Letter ftom Zenith Goldline Pharmaceuticals submitting an ANDA and patent 
certification for Simvastatin Tablets USP, 5 mg, 10 mg, 20 mg and 40 mg 

Dated: 1 2/1 4/2000 Received: 1 2/1 5/2000 

2. Letter from Ivax Pharmaceuticals informing FDA of the name change of Zenith Goldline 
Pharmaceuticals and requesting an extension of time to respond to the agency's "not 
approvable" letter 

Dated: 4/5/2002 Received: 4/8/2002 

3. Letter ftom Ivax Pharmaceuticals stating tliat it had not been sued for its paragraph IV 
certifications 

Dated: 11/16/2005 
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Zenith 



PHARMACEUTICALS 

Regalntory BtMts 



Bie 1 420fli 



Mr. Gai7 Buchler 

Acting Director, Office of Generic Drugs 

CDER, FDA 

Metro Park North II 

7500 Standish Place, Room 150 

RockviUe, MD 20855-2773 




ABBREVIATED NEW DRUG APPLICATION 



Re: Simvastatin Tablets USP, 

5 mg, 10 mg, 20 mg and 40 mg 

Dear Mr. Buehler: 

Pursuant to Section 505 (j) of the Federal Food, Drug and Cosmetic Act and in compliance with 
21 CFR §314.94, Zenitii Goldline Pharmaceuticals, Inc, herewitii submits an Abbreviated New Drug 
Application (AND A) for Simvastatin Tablets USP> 5 mg, 10 mg, 20 mg and 40 mg. 

Zenith Goldline has organized its ANDA as per the OGD guidance of February 1 999. In support of this 
Application, the information outlined below is provided: 

• Table of Contents 

• Form FDA 356H 

• Basis for Submission 

• Patent Certification and Exclusivity Statement 

• Comparison between the proposed drug and the reference listed drug (Zocor® Tablets, manufactured 
by Merck and Co.) 

• Draft Labeling (four copies each in the archival [blue] binder, chemistry review [red] binder and one 
copy in the bioequivalency review [orange] binder) 

• Certification of Financial Interests and Arrangements of CHnical Investigators (Form FDA 3454) 

• In~vivo Bioequivalence studies (Fasted and Fed Studies): 

(Fasted Studv No, SIM-PO-217): Bioavailability of Simvastatin Tablets, 40 mg and Zocor® 
Tablets, 40 mg under Fasting Conditions 

(Fed Studv No. SIM-P0-218V Bioavailability of Simvastatin Tablets, 40 mg and Zocor® Tablets, 
40 mg under Food-Effect Conditions 

The Diskettes are included in the front covers of the review (orange) binders: (Volumes 2 of 18 and 13 of 
18, respectively). 



1^0 Ugrand fivcntic, Northvak, New Jersey 076W « [101) 767-1700 (800)387-0133 Fax (201)767-3804 
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Abbreviated New Drug Application 

Simvastatin Tablets USP, 5 mg, 10 mg^ 20 mg and 40 mg 

page 2 of 2 



• Chemistry, Manufacturing and Controls Information 

• Methods Validation Package: three (3) separately bound and identified copies are provided. Zenith 
Gold line Pharmaceuticals commits to resolve any issues v^hich might be identified in the methods 
validation process whether before, or after^ ANDA approval. 

• Debarment, Conviction and Field Copy Certifications 

The archival copy of this application consists of twenty-two (22) volumes. The chemistry review copy 
consists of five (5) volumes. The bioequivalency review copy consists of eighteen (18) volumes. 

Zenith Gold line Pharmaceuticals requests that all information in this file be treated as confidential within 
the meaning of 21 CFR §314.430 and that no information from the file be submitted to an applicant 
without our written consent to an authorized member of your Office, We have made a concerted effort to 
ensure that this application contains all of the information that the Office of Generic Drugs may require. 
Should you have any questions or require some additional information please contact our office at your 
convenience at (201) 767-1700 x 323. 



Sincerely, 

ZENiiTH GOLDLINE pflARMACEUTICALS 



\ 



Patricia Jawor^kij ) 

Sn Manager of Regulatory Affairs 

(New Products) 



cc: 



District Office 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

FOOD AND DRUG ADMiNISTRATtON 

APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, OR AN 
ANTIBIOTIC DRUG FOR HUMAN USE 

(Title' 21, Code of Federal Regulations, 314 & 601) 



Form Approved : 0MB No. 0910-0333 
Expiration Date: April 30, 2000 
See 0MB Statement on page 2, 



FOR FDA USE ONLY 



APPLtCATiON NUMBER 



APPLICANT INFORMATION 



NAME OF APPLICANT 
Zenith Goldline Pharmaceuticals, Inc. 



DATE OF SUBMISSION^ 



DEC 1 4Z000 



TELEPHONE HO. [Include Area Code} 
(201) 767-1700 ext, 323/331 



FACSIMILE (FAX) Number (Incfude Area Code) 
(201)767-3804 



APPLICANT ADDRESS (Number, Street, City, State, Country, ZIP Code or Mail Code, and 
U S. License number if previously issued): 

140 Legrand Avenue 
Northvale^ New Jersey 07647 



AUTHORIZED U,S, AGENT NAME S; ADDRESS (Number, Street, City, State, ZIP 
Code, telepiione & PAX number} IF APPLiCABLE 

not applicable 



PRODUCT DESCRIPTION 



NEW DRUG OR ANTiBlOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLtCATiON NUMBER (if previously issued) 



ESTABLISHED NAME (e.g„ Proper name, USP/USAN name) 
SIMVASTATIN 



PROPRIETARY NAME (trade name} IF ANY 
N/A 



CHEMICAU8I0CHEMICAUBL00D PRODUCT NAME (If any) buianolcaci(i,2.2-dimethyl-,l, 2.3.7,6, Ba-hexahydro-S, 
7-dlmeihy^8^[2-(telrahydro-4-hydroxy-6-oxo^2H-pyran-2-yl)-elhyi]-1'napmha1enylesler41S-[1a,3a.7B,8fi(2S,4S},-8aaj^ 



CODE NAME fMa/?y; 



DOSAGE form: 
Tablets 



strengths: 

Smg, lOmg, 20mg and 40mg 



ROUTE OF administration: 
Oral 



(PROPOSED) INDICAT10N{S) FOR USE: 

Therapy with lipid-aHering agents shuold be considered in those individuals at increased risk for atherosclerosis-related clinical events as a funcilon of choieslero! level, the 

presence of CDfonary heart disease, or other risk factors. 



^PPUCATION INFORMATION 



.PPLtCATION TYPE 
(check one} Q NEW DRUG APPLICATION (21 CFR 314.50) H ABBREVIATED APPLtCATiON {ANDA, AADA. 21 CFR 314.9*1) 

n BIOLOGICS LICENSE APPLICATION (21 CFR part 601) 



IF AN NDA, IDENTIFY THE APPROPRIATE TYPE D 505 (b) (1) 



n S05 (b) (2) 



n 507 



IF AN ANDA. OR AADA, IDENTIFY THE REFERENCE LISTED DRUG PRODUCT T>IAT1STHE SASIS-F0R-THE SUBMISSION 
Name of Drug ZOCOR Holder of Approved Applrcallon MERCK & Co, Inc. 



TYPE OF SUBMISSION ^ ORIGINAL APPLICATION 

(check one) 

CI PRESUBMISSiON O ANNUAL REPORT 



n AMENDMENT TO A PSNOING AFFIICATION 

n ESTABLISHMENT DESCRIPTION SUPPLEMENT 

n EFFfCACY SUPPLEMENT D UeELtNG SUPPLEMENT Q CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT 



n RESUBMISSION 

n SUPAC SUPPLEMENT 
D OTHER 



REASON FOR SUBMISSION Original ANDA submission 



PROPOSED MARKETING STATUS (check one) 



PRESCRIPTION PRODUCT {Rx) 



□ OVER-THE-COUNTER PRODUCT (OTC) 



NUMBER OF VOLUMES SUBIVJITTED 



H. 



THIS APPLICATION IS 



PAPER n PAPER AND ELECTRONIC D ELECTRONIC 



ESTABLISHMENT INFORMATION 



Provide locations of all manufacturing, packaging and conlrol sites for drug substance and drug product (continuation sheets may be used if necessary). Include name, 
address, contact, telephone number, registration number (CFN), DMF number, and manufacturing steps and/or type of testing (e.g. FinaUoaafie^form, Stability testing) 
conducted at ihe site. Please Indicate whether the site is ready for inspection or. if not, when it will be ready. 



Please see Attachment A 



;ross References {list related License Applications, INDs, NDAs, PWlAs, 510{k)s, IDEs, BMFs and bi\/lFs rggrencfecHn !Ke cu^rfeht 



FORiVl FDA 355h (7/97) 



oo: 



PAGE 1 
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This application contains the following items: (Check all that apply) 



X 



1, Index 



X 



2, Labeling (check one) 



Draft Labeling 



D Final Printed Labeling 



3. Summary (21 CFR 314,50 (c)) 



X 



4. Chemistry section 



X 



A. Chemistry, manufacturing, and controls information (e.g. 21 CFR 314.50 (d) (1), 21 CFR 6012) 



B, Samples (21 CFR 314.50 (e) (1). 21 CFR 601.2 (a)) (Submit only upon FDA's request) 



X 



C. Methods validalion package {e.g, 21 CFR 314.50 (e) (2) (i). 21 CFR 6012) 



5. Nonclinical pharmacology and toxicology section (e.g. 21 CFR 314.60 (d) (2), 21 CFR 6012) 



X 



6, Human pharmacokinetics and bioavailability section (e.g. 21 CFR 314.60 (d) (3), 21 CFR 6012) 



7. Clinical Microbiology (e.g, 21 CFR 314.50 (d) (4)) 



8, Clinical data section (e.g. 21 CFR 314.50 (d) (5), 21 CFR 601 .2) 



9. Safety update report (e.g. 21 CFR 314.50 (d) (5) (vi) (b). 21 CFR 601 .2) 



10. Statistical section (e.g. 21 CFR 314.50 (d) (6), 21 CFR 6012) 



11 Case report tabulations (e.g. 21 CFR 314.50 (f) (1), 21 CFR 6012) 



12. Case reports forms (e.g. 21 CFR 314.50 (f) (2), 21 CFR 6012) 



13. Patent information on any patent which claims the drug (21 U.S.C. 355 (b) or (c)) 



X 



14. A patent certification with respect to any patent which claims the drug (21 U.S.C. 355 (b) (2) or (j) (2) (A)) 



X 



15. Establishment description (21 CFR Part 600, if applicable) 



X 



16. Debarment certification (FD&C Act 306 (k)(1)) 



X 



17. Field copy certification (21 CFR 314.50 (k) (3)) 



18. User Fee Cover Sheet (Fonri FDA 3397) 



19. OTHER (Specify) Minor Amendment - Chemistry and Labeling. Response to deficiency letter from Dr, Patel. 



CERTIFICATION 

1 agree lo update this application with new safely information about the product that may reasonab)/ affect the statement of contraindications, warnings, precautions, or 
adverse reactions in the draft latieling. I agree to submit safety update reports as provided for by regulation or as requested by FDA. If this application is approved. 1 agree to 
comply Witt! all applicable laws and reguiaiions that apply to approved applications, including, bul not limited to the following; 

1. Good manufacturing practice regulations in 21 CFR 210 and 211 606. and/or 820. 

2. Bblogical establishment standards in 21 CFR Part 600, 

3. labeling regulations 21 CFR 201. 606, 610, 660 and/or 609, 

A. In the case of a prescription drug or biological product, prescription drug advertising regulations in 21 CFR 202. 

5. Regulations on making changes In application in 21 CFR 31-170, 314.71 314.72, 314,97, 314.99, and 60112. 

6. Regulations on reports in 21 CFR 314.80. 314.61 600.80 and 600,81. 

7. Local, state and Federal environmental impact laws. 

If this application applies to a drug product that FDA has proposed for scheduling under the ControNed Substances Act, I agree not lo market the product until the Drug 
Enforcement Administration makes a final scheduling decision. 

The data and^ntormalion in this submission have been reviewed and, to the best of my knowledge are certified lo be true and accurate. 
Warning': a wiilfully false statement is a criminal offense, U.S. Code, title 16, section 1001. 
J r"^^ i \ 



SIGNATURE OF RESPbt^SIBLE OFFICIAL (m AGmi 

-^_^_J:^ -^3^ 



TYPED NAME AND TITLE Patricia Jaworski^ Senior Manager of 
Regulatory Affairs (New Products) 



ADDREpS (Struet, City, ^ate> and ZIP Code) 
140 Legrand Avenue, North v^l^ New Jersey 07647 



Telephone Number 

(2qi 767-1700 ext. 323/331 



Public reporting burden for this collection oflnformation is estimated lo average 40 hours per response, including the lime for reviewing instructions, searching existing 
data sources, gathering and mainlaining the data needed, and completing and reviewing the collection of information. Send comments regarding this burden estimate or any 
other aspect of this collection of information, Including suggestions for reducing this burden to: 



DHHS, Reports Clearance Offfcer 
Paperwork Reduction Project (0910-0336} 
Hubert H. Humphrey Buiiding, Room 531 -H 
'00 independence Avenue. S.W. 
A/ashlnglon. DC 20201 

Please DO NOT RETURN this form lo this address. 



An agency may not conduct or sponsor, and a 
person is not required lo respond lo. a collection of 
information unless it displays a currently valid 0MB 
conlrol number. 



FORM FDA 356h (7/97) 



003 



PAGE 2 
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Zenith <i@y iiiicg 

PHARMACBUTICAIS 



Simvastatin Tablets USF 

5 mg, 10 mg, 20 mg and 40 mg 

Abbreviated New Drug Application 



SECTION III 

PATENT CERTIFICATION AND EXCLUSIVITY STATEMENT 

L Patent Certification 

2. Period of Marketing Exclusivity for the Reference Listed Drug 



^ A M 
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Zenith <i@Hliii§ 

PHARMACEUTICALS 


Simvastatin Tablets USP 

5 mgj 10 mg, 20 mg and 40 mg 

Abbreviated New Orug Application 




^ 







SECTIONIII 



Patent Certification and Exclusivity Statement 



Patent Certification : 

COMBINED PARAGRAPH HI AND PARAGRAPH IV CERTIFICATION 

Based upon information published in Approved Drug Products Mnth Therapeutic Equivalence 
Evaluations (the "Orange Book"), 20^^^ Edition, including Cumulative Supplement 9, current 
through September 2000, Zenith Goldline Pharmaceuticals, Inc., makes the following certifications 
regarding patents listed for Zocor® Tablets, 5 mg, 10 mg, 20 mg and 40 mg: 

PARAGRAPH IH PATENT CERTIFICATION 

In accordance with section 505(j)(2)(A)(vii)(III) of the Federal Food, Drug, and Cosmetic Act, and 
21 CFR 3 14.94(a)(12)(i)(A)(3), Zenith Goldline Pharmaceuticals, Inc., certifies that the following 
patent held by Merck & Co, will expire on the following date: 

• U.S. Patent No. 4,444,784 - Expiry Date: December 23, 2005 



PARAGRAPH IV PATENT CERTIFICATION 

In accordance witli section 505(j)(2)(A)(vii)(IV) of tlie Federal Food, Drug and Cosmetic Act, and 
21 CFR 3I4.94(a)(12)(i)(A)(4), Zenith Goldline Pharmaceuticals, Inc. certifies that the following 
patents held by Merck & Co. are invalid, unenforceable, or will not be infringed upon by the 
manufacture, use or sale of Zenith Goldline's Simvastatin Tablets USP, 5 mg, 10 mg, 20 mg and 
40 mg for which this abbreviated application is submitted: 

• US, Patent RE36481 - Expiry date: July 10, 2007 

• U.S. Patent RE36520 - Expiry date: May 26, 2009 



We will comply with the notification requirements defined in section 505(j)(2)(B)(i), Paragraphs I 
and 11 of the Federal Food, Drug, and Cosmetic Act, (Codified at 21 CFR 314.95 (a)), and the 
content of our notice will conform to the requirements defined in 505(j)(2)(B)(ii), (Codified at 21 
CFR 3 14.95(c)). 

Zenitla Goldline Pharmaceuticals, Inc. will market its Simvastatin Tablets USP, 5 mg, 10 mg, 
20 mg and 40 mg following AND A approval, but not before the expiry of U.S. Patent No. 
4,444,784 and the exclusivities listed on the following page. 



^'p^\ 




?^ 



( fv/co 



Eric M. Mittleberg, Ph.D. 

Vice President, Scientific Affairs 



Date 



015 
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Zenith <l@iiilii(i 

PHARMACEUTICALS 



Simvastatin Tablets USP 

5 mg, 10 mg, 20 mg and 40 mg 

Abbreviated New Drug Application 



SBCTIONin 



Patent Certification and Exclusivity Statement 



2. Exclusivity Statement : 

Based upon the information published in Approved Drug Products with Therapeutic Equivalence 
Evaluations, 20^^ Edition, including Cumulative Supplement 9 (current through September 2000), 
the reference listed drug is currently entitled to marketing exclusivity. 



i;;|i;t:i|||:Mxciu^ 


IS:-|:ijJ::5::;|'i=^^^^ 


1-277 - Treatment of Type III 
Hyperlipoproteinemia 


November 22, 2002 


1-278 ™ Treatment of Patients witli Isolated 
Hypertriglyceridemia (Frederickson Type IV) 


November 22, 2002 


1-273 "" Adjunct to Diet to Increase HDL-C in 

Patients witli Primary Hypercholesterolemia 

(Heterozygous Familial and Nonfamilial) and 

Mixed DysHpidemia (Frederickson Types IIA 

and IIB) 


August 5, 2002 


D-46 "™ New Dosing Regimen of 80 mg Daily 


. July 10,2001 


1-239 - Treatment of Patients with 
Homozygous Familial Hypercholesterolemia 


July 10, 2001 



Based upon the Patent Certification(s) and Exclusivity Statenient(s) contained in this application. 
Zenith Gold line Pharmaceuticals, Inc: 

• Intends to market Simvastatin Tablets USP, 5 mg, 10 mg, 20 mg and 40 mg upon approval of 
this application but not before the expiry of the exclusivities listed above. 



^r±^^ 




\\ 



u 



ts^ 



Eric M, Mittleberg, Ph.D. 

Vice President, Scientific Affairs" 



Date 



016 
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TAB 2 



# 
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APR 5 2002 





Pharmaceuticals, Inc. 



140 Legrand Avenue 
Northvaje, New Jersey • 07647 
Telephone: 20V767-1 700 
www.lVAXPharmaceutlcalsxom 



Mr. Gary Buehler^ Director 

Office of Generic Drugs, CDER, FDA 

Document Control Room 

Metro Park North 11 

7500 Standish Place, Room 150 

Rockville, MD 20855-2773 

General Corresp ondence 

NEW CORBESP 

Re: ANDA 16-^052, Simvastatin Tablets USP, 5 mg, 10 mg, 20 mg & 40 mg f^<^ 

Dear Mr. Buehler: 

Reference is made to our pending Abbreviated New Drug Application for Simvastatin Tablets 
USP, 5 mg, 10 mg, 20 mg and 40 mg, and to the Agency's correspondence dated March 25, 2002 
(copy attached). 

Please note, the firm name, Zenith Gold line Pharmaceuticals, Inc., has changed. This represents a 
name change only, and does not involve a change or transfer of ownership of the ANDA 
referenced above. IVAX Pharmaceuticals, Inc. continues to be a wholly owned subsidiary of 
IV AX Corporation, Miami, Florida. 

IVAX Pharmaceuticals, Inc. does wish to pursue approval of tlie above application and hereby 
requests an extension to respond to the Agency's "Not Approvable" letter dated June 14, 2001. 
We will amend our application by September 3, 2002. We understand that if the above 
application remains dormant beyond that time, the Agency may consider our failure to respond as 
a request by our firm to withdraw tlie ANDA. Should IVAX Pharmaceuticals, Inc. decide to 
witlidraw tlie application before September 3, 2002 \ve will request withdrawal in accord with 21 
CFR 314.65, without prejudice of future filing. 

IVAX Pharmaceuticals, Inc. has made a concerted effort to ensure that this correspondence 
contains all of the information requested by the Office of Generic Drugs. Should you have any 
questions, or require additional information, please contact our office at your convenience at 
(201) 767-1700, ext. 323 or 146. 



Sincerely, 



PHARMACEUTICALS, INC 




?atricia Jaworski 

Associate Director, Regulatory Affairs 

New Product Subm issions 

PJ/GO 



RECEIVED 

APR 8 2002 
OGD/CDER 
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TAB 3 



MOV. 16. 2005 ^iSePM 
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IVM 



Page 1 9 of 24 

IVAX Pharmsoeuticals, : 

fiegulstory Affairs Oepmmeni 
125 Welis Avenue 
CongerSiNewYDrk' 10920 
Telephone: B45-267-2444 
www.l\/AXpharm3Cfiuiica|Exom 



nc. 



Via Facsimile to: Cecilia Paiese, (301) 594-0183 



Via Fcdera |..Expr&si; 

Mr. Gary Buehler 

Office of Generic Dmgs 

Center for Drug Evaluation and Research 

Food and Drug Administxatioix 

Document Control Room 

Metro Park North 11 

7500 Standish Place, Room 150 

Rockville,MD 20855-2773 



NOV 1 6 2005 



PATENT AMENDMENT 



Re: ANDA 76-052 Simvastatin Tablets USP, 5 mg, 10 mg, 20 mg and 40 mg 
Dear Mr. Buehler: 

Reference :s made to rVAX's Abbreviated New Drug Application for Simvastatin Tablets USP, 
5 mg, 10 mg, 20 mg and 40 mg and the Agency's telephone communication of November 14 and 15, 
2005, The Agency has requested verification that IVAX was not sued by the Patent holder regarding 
our Paragraph IV Certifications to US. Reissue Patent Nos. 36,481 and 36,520. The Agency has also 
requested IVAX to provide copies of the green postal return receipts. IVAX notified Merck & Co. on 
April 11, 2001 of its Paragraph IV filing for U.S. Reissue Patent Nos. 36,481 and 36,520. IVAX 
confirms that it was not sued by the Patent bolder, Merck & Co., during the 45 -day statutory period. 
As evidence of notifying the patent holder, IVAX is providing the green U.S. postal- service certified ' 
mail receipts, 

Should you have any questions, or require additional informanoa, please contact our office at 
(845) 267-2444, extension 201 or 200, 



UTICALS, INC. 




Tatricia Jawor 

Diregtor, Reguhtop^ Affairs 



PJ/lh 



HCALie.zms 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

FOOD AND DRUG AOMINISTRATION 

APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, 
OR AN ANTIBIOTIC DRUG FOR HUMAN USE 

(Trtle 21 Code of Federal Regulations, P$rts 314 S. 601) 



Form Approved: 0MB A/o. 0910-033$ 
Explmilon Ooto: August 31, ZOOS 
Seo 0MB Statomeni on pago ^ 



FDR FDA USE ONUY 



APPLiCATlON NUMBER 

76^052 



APPLICANT INFORMATION 



NAME OF APPLICANT 

IVAX Pbarmaceuti'cals, Inc. 



TELEPHONE NO. (Includ&ArBa Coda) 
845-267-2444x201 or 200 



APPLICANT ADDRESS (Numbar. Slr^fst, Ofty, Stat6, Couof/y, ZtF Cods or Mali 
Coda, andU,S, Uconso number if pmviousiy issued): 

IVAX Pharmaceuticals, be. 
125 Wells Avetme 

Congers, NY 10920 



DATH0FSU8M!^ff5)V ] g '[QQ^ 



FACSIMILE (PAX) Nupnts&r (fnciudo Areu Codo) 
S45^267^4869 



AUTHOBjZED U.S, AGENT NAME S ADDRESS {Number, SiroQK City, SiBio, 

ZIP Codo, tQlophono a FAXnmbor) IF applicable 
N/A 



PRODUCT DESCRIPTION 



NEW DRUG Opl ANTIBIOTIC APPLICATJON NUMBER, OR BtOLOGlCS UCENSE APPLICATION NUMBER (If pravhusiy IxsuBCt) 



ESTABLISHED NAI^E (B.g.. PfQpBrnum^. UBPAJSAN nmit) 
Simvastatin USP 



PROPRIETARY NAME (ifBdQ name) IF ANY 



CHEMlCAUBiOCHEMICAUBLOOD PRODUCT NAME (n any) 

Euumoic acid, 2;2-4imethyKl ,2,3, 7,8,8 a-hexahydr0"3,7«cj methyl- S"p-(tetrahydro-4'- 
hydroxT"6-<)XO-2H"pyr^n-2-yl)-e^hyn"l"n&phthal&oylastef, [1 S-[l a,3 a.7b,8b(2MS)> jab]L 



DOSAGE FORM: 

Tablets 



STRENGTHS; 

5mg, 10mg,20mg,40mg 



CODE NAME f/ro/jy; 



ROUTE OF ADMINISTRATION: 

Oral 



(PROPOSED) INDiCATION{S) FOR USE: 

r use in patients with coronary heart di geajse and hj^erlipiemix 

APPLfCATiaN DESCRIPTION ' 



APPLICATION TYPE 

{chBck one) a NEW DRUG APPLICATION (COA, 21 CPR 314.60) H ABBf^B/IATED NEW DRUG APPLICATION (ANPA 21 CFR ^^M) 

D 8I01OGICS LICENSE APPLICATION (BU^ 21 CFR Paft 601) 



IF AN NDA. IDENTIFYTHE APPROPRIATE TYPE 



Dsos m^) 



U 505 (b)(2j 



IF AN ANDA, OR 50S(b)(2)i IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE ^ASjS FOR THE SUBMISSION 

Name cjf Drug Zocor® Tablets HoicjorofApprov^fiApptotion Merck <fe Co., Inc. 



TYPE OF SUBMISSION (check one) Q ORIGINAL ARPUCATIOM SJ AWEMPMENT TO APENDiMO ApPl|CATiON P RESUBMISSION 
a PRESUBMiSSIDN D ANNUAL REPORT O ESTAqLtSHMeNT DESCBIPTION SUPPLEMENT P EFFICACY SUPPieWEKT 
O UveEUNG SupPLEMeHT O CHEMISTRY MAHUFACTVRlNC AND COHTPOUS SUPPLEhENT D OTHER 



IF A SUBMISSION OF PARTIAL ApPLICATIDN, PROVIDE LETTER DATE OF AGREEMENT TO PARTIAL SUBMISSION: 



IF A SUPPLEMENT. IDENTIFY THE APPpOPRIATE CATEGORY 



PCPE 



D CBE-30 



D Prior Approval (PA) 



REASON FOR SUBMISSION 

Patent Amendment 



PROPOSED JJIARKETING STATUS (chock ono) 



S PRESCRIPTION PRODpCT(f^ 



D OVER THE COUNTER PRODUCT (DTC) 



NUMBER OF VOLUMES SUSMlTTED 



THIS APPLICATION IS S PAPER D PAPER AND ELECTRONIC P ELECTRONIC 



ESTABLISHMENT INFORMATION (Full octabllchmftnt Infonmitlon xHouid ba provided In Oio body of ihfl ApplltationO ,, , , ^ 
Provjdft jocailonc of a|l map^Jfacturing, packpgjns anfl control *ltfls Tor drug £Ubafanc« anc| drug prodgcrt {coptinuDlion shfl»^ piay be uasdjr nftcassary). nclude nBrne, 
addrets, conujct. Tetophopa nmbof, rogictrBtiop nurpb«r{pFN). PMF number, end marmf^ctufipfl 6top« *n^io( typa or ta^Ong (c.g- Final dosijQe form, SUsbjIity (ocling) 
cojidudod at thrs sllft. Ptftas& Indicate whether tjie m\e m rootiy for in^^pfetrtJdn of, If noi, wnan It wlii be rofldy. ' 



M/A 



M RDfuranctn (Hit nUud Llconio Appltcttloni, INDk, NPA»i PMAa, g1i)(K)i, tPEi, 0^/)Fg. ind PMFf nthr^^n^ad in th^ o^rr^nt application} 



N/A 



FORM fOK 356h (4/03) 



PAGE1 OF 4 



Case 1 :0l 
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I This appllcatiDn contains the following Itemc; (Check all that apply) 



1 Index 



n 



Z Uboling (check on») 



Q Draft Ifiibeliiig 



P Final Printed LabaHng 



n 



a Stimnricfy (21 CFR 314,50 (c)) 






4, C hem I Btfy section 



n 



A. Chemistry, manufacturing, and controls Inforftistlon (e.g., 21 CFR 314.5G{d)(1); 21 CFR 601.2) 



a 



B. Sssmplas (21 CFR 3U.50 (e)(1}: 21 CFR 601.2 (a)) (Submit only Upon FDfK^o request) 



D 



C, Methada validation pacKage (e.g,^ 21 CFR 314,50(e)(2)(l); 21 CFR 601,2) 



D 



5. Nonclinical ptiarniscology ancJ toxjcology section (e.g., 21 CFR 3U,50(d)(2); 21 CFR 6012) 



D 



a Humm pharmacoKinetJcs ^nd Noauallsbiijty section (e,s>. 2i CFR 3l4.5Q(d)(3): 21 CFR 601.2) 



D 



7. Clinical Microbiology (e.g., 21 CFR 314.50(d)(4)) 



D 



a. Clinical dMTi %Qcimn (e.g,, 21 CFR 3l4.S0(d){5); 21 CFR 601,2} 



D 



9, Safety update report (e.g., 21 CFR 314,5a(d)(5)(vi)(b); 21 CFR 601.2) 






10. Statisticsl soction (e.g., 21 CFR314,50(d)(S); 21 CFR 601.2) 



Q 



11. Case report tabaisiiions (e.g.^ 21 CFR 314.50(0(1); 21 OFH 601.2) 



D 



12. Case report forms (e.g., 21 CFR 314.50 (0(2); 21 CFR 601.2) 



P 



13. Patent mfonrjetion on any pmenl which cislms the drug (21 U.S.C. 355Cb) of (c)) 



n 



14. A patent certification with respact to any pstant whjch claims the driig (21 U.S.C, 355 (b)C2) or fl)(2){A)) 






15. Sstflblishment deccrlptlon (21 CFR Part 600, if applicable) 






16. Debarnienl certificalion (FO&C Act 306 (I<){1)) 






17. Field copy certincetion (2l CFR 31^.50 (1)(3)) 



16. User Fee Cover Sheet (Form FDA 3397) 



19. Fincncjai Information (21 CFR Part 54) 



20. OTHER (Specify} Patent Amendment 



CERTIFICATION 

I agree to updcie this application with new safety infornialjon about the product that mDy reasonably affect the slBtemeni of conlroindtcfltions, 
warnings, procjutions, or adverse reactions in the draft labeling. I Eigree to submit safety update reporLo as provided for by rogulation or as 
requested by FDA. If thi& application is approved, I sgrtia to comply with all applicable laws and regulations that spply to approved applications, 
including, but not limited to the following: 

1. Good msnufacfur/ng pr^dke regulsliops m 21 CFR Parts 210, 211 or applicative reguj^tfons, Parts 606, end/or 820. 

2. Bloiogicsl establishment siondards In 21 CFR Part 600, 

3. Labeling regulations in 21 CFR Parts 201. 606^ 610, 660, and/or 809. 

4. In tha case of a pfescripiion drug or biological product, prescription drug advertising reguimionG In 21 CFR Part 202. 

5. Regulations onmtJ^ing chenges In application in FD&C AcUectbri 5Q6A, 21 CFR 314.71, 314,72, 314,97, 314.99, and 601.12. 

6. RegulaiionB on Reports in 21 CFR 314. BQ^ 314,61, 800.80, and 600.B1, 

7. Ijocat, state and Federjfttianvlron mental Impact |av/s. 

tf this aoblication appil&s to d dr^^/g product that FDA \\zs, proposed for scheduling under tha Controlled Substances Act, 1 ogroe not to marjtet the 
productf until the Dryg Enforceilinl Administration rBakes a final scheduling decision, 

ThQAtkUlmd infomiafion \r\ thisj submission fiave beep reviewed and, to the bt^i of my knowjadge ara ceflified {o be true and accurate. 
w/min|r AwillfMllylalae/statenienl i& o criminal offense, U.S. Code, title IB^ section 1001. 



: OF RBSPONpBLE OFFICIAL OR AGENT 



7 



TYPED MAM^ AND TITLE 

Patricia Jaworski; Director, Regulatory Affairs 



DATEi 



NOV 1 6 2005 



ADDRESS {Biml City, si^fa. o^dZ/P CatiB} 

IV AX FhanTiaccmicaisHnc., 125 Wells Avenue, Cong^Ys, >fY 10920 



Telephone Number 
845-^267^444x201 or 200 



Publfc reporting burdmn for this coNection of fnfonmattlon is ciftrmated to average 24 houfc per recponce, mcjudrng the time fo( revfew/ng 
instnjctiona, searching exi&tjpg data Bources, gathering m^ mainlaintng !h6 data needed, 3nd completing and reviov/jng the collecDqn of Inform ation. 
Send comments regarding this burden estimate or any other aspscl of this collection of Infomnatjon, including auggestjona for mducing ihlc burden to: 



yd and DruQ Adminlt^triVon 

jER. HFD-98 
1401 RocJCvllla Pll(fi 
RocMle. WD 20BS2.1i^e 



CDER (tirD^S^) 

122:^9 wiikintAvenuD 
RocKvil|e,WD20eS2 



An aoency may not conduct or sponsor, and a pernon l£ 
not required lo respond to, a collection of infonmatlon 
unlBGc ii diGplpyc a cur/enUy valid 0MB control number. 



FORM FDA 35Gh [4/03) 



PAGE 2 OF 4 
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Zfznith i 

P H A R M A 



Ifi your RETURN ADDRESS compjeted on the revoree »tda? 



VIA CERTIFIRD MAIL/ 

RETUR3>? RRCKIPT KROUESTRD: Nq- 7Q99 3400 & 



Mary M. McDonald,- Esq, 

Senior Vice Presicient an4 Cjeneral Counsel 

Merck&Co.^Inc, 

One Merck Drive 

Whitehouse Station, NJ 088S9 

Re: Simvastatia - Notice of Paragraph IV Cert 
Zenith Goldline Pharmaceuticals, Iac.*s A^s 
and Unenforceability of U-S. Reissue Patent T 
Patent Nos. 4,940,727 and 5,11(),870, Respect 

Dear Ms. McDonald: 




Thfinkyou for using Return Racelpt Sorvlc«* 



Zenith Goldline Pharmaceuticals, Inc. C'Zenitli' 
States Foo4 and Dmg AdministraUon CTD A") h^s received, an 
(ANDANo, 76-052) containing any required bio availablity orb 
pursuant to Section 505G)> Title 21, of the Federal Food, Dnj| 
order to obtain approval to engage in the commercial manufac 
in the United States and importation into the United States of 
of U.S. Reissue Patent Nos. 36,481 C'the *4S1 reissue paten 
patent"). The established name, as defined in section 5 02(e) (3 
product is ''Zocor/' The active ingredient of the proposed 
strengths of the proposed drug product are 5 mg, lOmg, 20 m^^ 
of the proposed dmg product is tablets. 

The '481 and * 520 reissue patents were ident-ifieJ 
§355(b). The Orange Book hsting for the *481 and '520 il 
expiration dates for the '481 and '520 reissue patents are Ji 
respectively. In accordance with section 505(j)(2)(B)(ii) of thj 
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Csrlffied Mall Provides; 

i A eicjnauifD upon dallvgtV 

m fK racorti of rlrtijvniv kopi f^/ lite pij^tal Sen/ Ice for uvo yogfp 

■ Cafiinr-cJ Mfljl fn,iyONL'/ iitirofTibmac^ wnn hfi^Ciq^ia Moll or. Priority Ho 
iii CartUtQd Mryl :^ -lo? ;;v,ti(ta*lt7 |nr any cId^s tv( tAtoioaiiOASi mail. 
UNO iN?jlWAH'nr: c^tSvfR^i-^ff'^is providco ^iih cmmna mpH. 

n for *^n actqnipr. ii r| v ■* R^^w i^iJce/z-^r jtujv bs roAyr^nttU |d pjiivjdD proa 

Cat!(, ltw*firi^^ nuUuif^'-r 'Mom Hac'dlpi twuti itod". lo f^ceivG s fQS w:i)vr»r 
a ^lMpiicr4 f-lu./j (ocivpt *J LiSpti poiLirnJ/^ an youi CenlUodi Moll roceif: 
requjiorf, ' ' ' * 
« Foe 3fx aqqii^Pdji (di'- -H^.Hvijfy n^ay p5 (lirlutUiid to itis addr^seo 
4^ddrdt^:j^(> & *^utni,pi'Ltdi3ijoiu AciYii*^ !he cI^^jK rv mark tho maifptsca wiih 



". ji Uk ^ 'iiuii'-Jii iMW mcm{ is ({b-^HBd. ploRse pf&sont the i 
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